DI VI SION OF METABOLI SM AND ENDOCRI NE DRUG PRODUCTS - HFD-510
Revi ew of Chem stry, Manufacturing, and Controls

NDA #: 21-210 DATE REVI EVED: 7/ 27/ 00

REVI EW #: 1 REVI EMER: El sbeth G Chi khal e

SUBM SSI ON TYPE DOCUMENT DATE

ORI 3 NAL 10/ 19/ 99

ANMENDVENT 3/ 22/ 00

ANVENDVENT 6/ 6/ 00

ANVENDIVENT 6/ 21/ 00

ANVENDVENT 7/ 26/ 00

NAMVE & ADDRESS OF APPLI CANT: Jeronme Stevens Pharnmaceuticals, I|nc.

60 DaVinci Drive
Bohem a, New York 11716
DRUG PRODUCT NAME

Proprietary: [ ] Tablets
Est abl | shed: Levot hyr oxi ne Sodi um USP
Code Nane/ #:

Chem Type/ Ther. C ass:

PHARVACOL. CATEGORY/ | NDI CATI ON: Repl acenent of endogenous
thyroxin in patients with

hypot hyroidism A pituitary TSH
suppressant, in treatnent or
prevention of various types of
euthyroid goiters. A diagnostic
agents in suppression tests to aid in
t he diagnosis of mld

hypert hyroi di sm

DOSAGE FORM Tabl et

STRENGIHS: 0. 025, 0.050, 0.075, 0.088, 0.100,
0.112, 0.125, 0.150, 0.175, 0.200 and
0. 300 ngy

ROUTE OF ADM NI STRATI ON: O al

Rx/ OTC: X Rx orc

CHEM CAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEI GHT:

Cisthiol sNNaQuxH,O, Mol . W . 798.86 (anhydrous)

L- 3, 3%, 5, 5%t et rai odot hyroni ne sodi um sal t

| |
I ! NH,



REMARKS: NDA 21-210 is filled in response to a Federal Register Notice [FR
62(157), pp. 43535-43438], in which the FDA declared that drug products
cont ai ni ng | evot hyroxi ne sodi um are considered to be “new drugs” and need
NDAs. The drug product has already been on the market for several years as
an unapproved drug product. The drug substance, |evothyroxine sodium is

manuf actured by [ ]. Detailed information regarding the drug
substance has been submtted as a Type |l DVF by | ]1). Aletter of
aut hori zation from | ], dated 11-23-98, is enclosed. The DVF has

been reviewed (chem st’s review #1 and #2, dated 3-16-98 and 4-25-99
respectively, by D. Lewis of HFD-510). The information in the DVF was
found adequate to support NDA [ ]. The two anendnents, dated 3/22/00
and 6/6/00 contain updated long termstability data for the drug product.
The third anmendnent, received 6/22/00 was for a change of the trade nane
fromUnithriod® to [ ]. The final anmendnent faxed to the agency on

7/ 26/ 00 provided for responses to several information requests

comruni cated to the applicant on 7/25/00. EERs were filed with the office
of conpliance for both the manufacturer of the drug substance | ]
and the manufacturer of the drug product (Jerone Stevens Pharnaceuti cal s)
and the facilities were found acceptable on 12/28/99 and 2/ 7/00
respectively (see attached EES printout). An OPDRA consult for the trade
nane review was requested on 2/8/ 00 and again on 6/22/00 for the nane
change amendment. The first trade nane review has been conpleted on 7/6/00
(see attached). An information request |letter has been issued to one of
the suppliers of [ ], based on the review of DVF | ]. The
response i s pending. The applicant however, has withdrawn this supplier
fromthe NDA in a faxed anmendnment dated 7/26/00.

CONCLUSI ONS & RECOVMENDATI ONS:

From chem stry standpoint, the NDA can be approved, if the |abeling issues
(trade nanme and storage statenment) are resolved. See attached chem stry
comrents, regardi ng approved expiration dating and a chenistry phase IV
commtment, to be included in the letter to the sponsor.

CC:
Org. NDA 21-210
HFD- 510

HFD- 510/ EGChi khal e/
HFD- 510/ DGWI/

El sbeth G Chi khal e, Ph.D.
R'D lnit by: Revi ew Chemi st

Fi | ename: 21210



SUPPORTI NG DOCUMENTS:

I ND [

Sponsor Jeronme Stevens Pharnaceuticals Inc.

Letter date 11/5/ 98

CMC revi ew dat e 12/8/98 by D. Lews, Ph.D

Concl usi on of CMC revi ew St udy may proceed

DM # Hol der Suppl 1 er of Revi ew | Status
dat e

[ Levot hyroxi ne sodi un 3-16-98 | Adequat e

drug substance 4-25-99

8- 15- 96 | Adequat e
8-6-99 | Adequate
7-22-99 | Adequat e
12-5-99 | Adequat e
6-8-00 | *Deficient
1-20- 99 | Adequat e
9-3-97 | Adequate
*The applicant has wthdrawn [ ] packaging as supplier on 7/26/00 in
a anmendnent faxed to the Agency.

RELATED DOCUMENTS (i f appl i cabl e):

CONSULTS: Trade nane review consult requested on 2-8-00 for the nane
“Unithroid’. After receiving an anmendnent wi th name change on 6/22/ 00,

anot her name review consult was requested on 6/22/00 for the nanme “[

]”. The first consult was conpleted on 7/6/00 and the name “Unithroid” was
found acceptabl e. The second consult review is pending.



Summary of Chenistry Review

A: Drug Substance: Satisfactory. See Chem Rev. #1
B: Drug Product:

T Conponents and Conposition: Satisfactory. See Chem Rev. #1.

2. Raw Material Controls: Satisfactory. See Chem Rev. #1.

3. Manufacturer: Satisfactory. See Chem Rev. #1.

4, Manufacturing and Packagi ng: Satisfactory. See Chem Rev. #1.

5. Specifications and Analytical Methods: Satisfactory. See Chem Rev. #1
Phase TV commtnent to use dissolution test according to USP 24/ NF 19 will

be requested by Bi opharmrevi ewer, Steven Johnson.

nmTm o 0

6. Containers: Satisfactory. See Chem Rev. #l1

7. StabilTity of Drug Product: Satisfactory. See Chem Rev. #1. A phase |V
commtnment to develop test(s) to nonitor degradation product(s) and to add the
test(s) to the stability protocol within one year after approval, has been
made. Degradation products over [ ]%will be identified.

Labeling: Satisfactory. See Chem Rev. #1.

Enviromental |npact Analysis Report: Satisfactory. See Chem Rev. #1.

Met hod validation: Satisfactory. See Chem Rev. #17.

Est abl i shnment | nspection: Satisfactory. See Chem Rev. #1.

Informati on requests and conments send by faxes: Chem Rev. #18.

Comment to be included in letter to the sponsor: Chem Rev. #1.

EER print out: Chem Rev. #1.

Trade nanme consult: Chem Rev. #1.



